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and such composhions are claimed. ""'noacws wiin a cyclooxygenase blocker such as hdomethacin or aspirin. 
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In particular, the blocking agents with which th 
invention is concerned are L-aminoacids of the general 



formula I 



2 ^_ ^NH 



^C-NH-(CH2)3-CH-^ 
3 COOR, 



wherein represents a hydrogen atom or a methyl or 

^thyl group. Rj represents a hydrogen atooi or a nltr 
group and R3 represents an amino, methylamino. ethylamlno 
methyl or ethyl group. These L-aminoacids are known 
compounds, having been disclosed in EP 230037 and other 
publications. However. their known use is as 

cytoprotective agents. we have found that these 

L-amxnoacids are able to restore depressed response to 
catecholamines and to effectively inhibit vascular 
hyporeactivity- 

Accordingly the invention provides use of an 
L-amxnoacid as above defined for the preparation of a 
medxcament for the treatment by perfusion of shock states. 

The preferred L-aminoacids for this use are 

L-2-amino-5-{l-methylamlno-l.i„ino-methylamino)-pentanoic 
acxd (I : R^ = R^, H.Rg^NHCHg) which is also known as 

"L-NZ»r'*''''"''"'" " hereinafter referred to as 

^ L-2-amino-5-(l>ifflino-ethylamino)-pentanoic acid (i • 
Ri - R2 = H. R3 » CH3) Which is also known as L-iminoethyl- 

-ornH-hino an/4 -i . i j •-••X* 

to as "L-NIO"; and 



-ornithine and is hereinafter referred 



methyl L-2-amino-5-(l-nitroimino-l-amin6-m thylamino)- 
-Pentanoate (i : r^ » CH3 . R, = no,. R3 = 
also known as L-nitroarginine methyl est r and is 
hereinafter referred to as "L-NAME". 
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over t.. ti./i„%o«rorrUroTa„rr:""°r r 

saline solution (0.9 t h-cii ""iaal. receiving 

.n.ot..ii„.. ,J.,Z irT.iT\^r T''-' 

l..d no slgniricnt e«e« p., s. . " " "» 

Adversely, rings from animals treated with endotoxin 
Shewed, despite a similar contractile e„«:t to PE, . lo„ 
Of tonicity Within the time referred a. Cascul" 
hypore.cttvity. This phenomenon was accentuated with 
xntact endothelium ,E., . The compound, of the invention 
(at 10 30 or 100 were able to reverse the lo.s of 

tonicity indicating that these compound, could inhibit the 
vascular hypor.sponsiven.s. m preparations with or 
Without endothelium. 

The effect of the compounds of the invention was 
specific to the inhibition of edrt generation wherlas 
L-argxnane, the natural precursor of nitric oxide 
enhanced the loss of toni«=li-v ^ ^ . 

preparation. tonicity in endotoxin treated 

in some experiments, the compounds of the invention 
were introduced in the bath 105 mn after PE when th^ 
tissue has completely it. tonicity. In these conditions, 
the compounds of the invention, alone, were able to 
curatively and totally contraction a^ 

therefore contribute extensively .o vascular 
hyporesponsiveness to vasoconstrictor agents in shock. It 
has been also found that the action of the compound, of 
the invention might be strongly increased when associated 
o blockers of cyclcoxygenase such ae aspirin and 
ndomethacin for instance. This was vldenced by the 
following in vivo experimentation. 
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TOXICITY 



An acute toxicity study of th« 

-—ted on rats anrT*"' °' '"'^ 
noticed at the .a.i„u» ad^inistraM: ts.^ ""^ 

POSOLOGY 

For the treatment of 

« -r^'^J.J VrT''''- "^cn. The l'""^ ' 

each eae« f!* 

cf ""'^ perfusion ' "y^loogenas., 

2 i-« ' *o 1 if ® invention 

2 to 200 na i€ . ^ndoinethacln i ' 

xt aspirin '-nacin as used 

amounts f-«^"n is used, *.w "^-ea, or 



9 
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CLAIMS 



1. Use of an L->amino.acid of the general formula 

C-NH-{CH ) -Ci 



J COOR^ 

wherein R^^ represents a hydrogen atom or a methyl or 
ethyl group. R represents a hydrogen atom or a nitro 
group and R3 represents an amino, methylaroino, ethylamino, 
methyl or ethyl group for the preparation of a medicament 
for the treatment by perfusion of shock states. 

2. Use of L-2-amino-5-(l-roethylamino)-l-imino-methylamino)- 
-pentanoic acid for the preparation of a medicament for 
the treatment by perfusion of shock states. 

3. Use of L-2-amino-5-(l-imino-ethylamino)-pentanoic acid 
foe the preparation of a medicament for the treatment by 
perfusion of shock states. 

4. Use of methyl L-2-amino-5-(l-nitroiroino-l-amino- 
-roethylamino)-pentanoate for the preparation of a 
medicament for the treatment by perfusion of shock states. 

5. A pharmaceutical composition comprising an L-aminoacid 
as defined in claim 1 in admixture with a cyclooxygenase 
blocker and with a pharmaceutically acceptable diluent or 
carrier. 



6. A pharmaceutical composition comprising L-2-amino-5- 
-(l-methylamino-l-imino-methylamino)-pentanoic acid) in 
admixture with a cyclooxygenase blocker and with a 
pharmaceutically acceptable diluent or carri r. 



